Introduction.
significant difference in growth rate between this strain and the wild-type ( Figure S1 ). Analysis 120 of the ChIP-seq data using a P value > 0.05 revealed that only one target is enriched at all 121 time points, the promoter region of the ectABCD operon, which is the BGC for the secondary 122 metabolites ectoine and 5' hydroxyectoine (5HE). We do not detect ectoine or 5HE in the wild-123 type or ∆mtrB mutant using LCMS with authentic standards so we predict that MtrA represses 
157
MtrA regulates the expression of DNA replication and cell division genes.
158
ChIP-seq shows that MtrA activity changes during the S. venezuelae life cycle ( Figure 1 ) and
159
RNA sequencing of wild-type and ∆mtrB strains shows that expression of mtrA is 3-fold 160 upregulated in the ∆mtrB mutant (Table S2 ) which is consistent with activation by MtrA~P.
161
Given the essentiality of MtrA and its altered activities at different stages of the life cycle we
162
predicted that it could play a key role in regulating cell cycle progression in S. venezuelae.
163
Indeed, ChIP-seq shows that many key developmental genes are bound by MtrA in S.
164
venezuelae and S. coelicolor (see Tables S1 and S2 
167
( Figure 3 ). RNA-seq shows that deletion of mtrB does not affect the expression levels of dnaA
168
or dnaN under the conditions we used but deletion of mtrB causes a two-fold increase in wblE 169 transcript levels, suggesting MtrA-dependent activation. MtrA also directly represses adpA expression, which is down-regulated nearly 4-fold in the ∆mtrB mutant (Table S2) . encoding proteins that metabolise cyclic di-GMP 28 (Table S2) .
transcription factor and initiator of DNA replication). MEME analysis identified a conserved 7bp motif (coloured) that is present as a 6-5-6bp repeat motif at the ectA promoter (second half underlined). MEME analysis of different subsets of ChIP targets identified the same direct repeat motif (shown for the targets identified at 14 hours and 16 and 18 hours.

193
MtrA regulates global BGC expression in Streptomyces venezuelae. 
199
The other two BGCs are unaffected by loss of MtrB (Table S3) 
202
MtrA at individual genes within the gene cluster (Table S3) 
221
HPLC confirmed that chloramphenicol is produced in the ∆mtrB mutant but we also detected 222 very low levels in the wild-type strain suggesting the cluster is not completely silent (Figure 4 ).
223
Cultivation for 24 hours in biological and technical triplicates confirmed an increased 
228
Deleting mtrB has a global effect on the S. venezuelae metabolome.
229
While loss of MtrB clearly leads to increased production of chloramphenicol, we were 
290
Our data, and previously published work on MtrA in mycobacteria and corynebacteria, support 
541
analysed the ChIP-and RNA-seq datasets, NH made constructs and prepared strain extracts 542 for LCMS, DH purified and analysed all natural products including LCMS and PCA analyses,
